OBJECTIVE: Prescription and illicit opioid misuse, overdose, and the development of opioid use disorder (OUD) are pressing problems globally. This class of drugs acts through opioid receptors expressed within the corticostriatal circuitry underlying reward processing. For many women, their first exposure to opioids is following childbirth. Oxytocin has also been shown to have a role in reward processes. We investigated the hypothesis that lactation in female mice impacts brain expression of OPRs and related proteins. STUDY DESIGN: After delivery female B629SF2/J mice were randomized into lactated (L, n¼10-16) and non-lactated (NL, groups. In the L group, dams breastfed their pups until they were 21 days old. In the NL group, the dams were separated from their pups within 24 hours of birth. Dams were sacrificed at 6 months postpartum and their brain cortex isolated. Expression of the following genes involved in neural pathways which are implicated in the development of OUD was determined using quantitative real time RT-PCR: brain-derived neurotrophic factor (BDNF), dopamine transporter (DAT), mu-opioid receptor (OPRM1), delta-opioid receptor (OPRD1), proenkephalin (PENK), and tyrosine hydroxylase (TH). GAPDH was used as control. Statistical analyses were performed using Student t or Mann-Whitney tests as appropriate (statistical significance P < .05). RESULTS: The OPRM1 receptor levels were significantly lower in L compared to NL dams (P¼0.03, Fig) . Elevated levels of OPRM1 have been found in chronic substance abusers and in those in craving states for substances of abuse. OPRD1 levels were significantly higher in L compared to NL mice (P¼0.02, Fig). OPRD1 receptors have been associated with inhibition of impulsivity. The higher levels of OPRD1 found in L dams may imply a lesser susceptibility to the effects of substances of abuse. No other differences were found. CONCLUSION: By decreasing OPRM1 levels and increasing OPRD1 levels in the cortex, lactation may have a long-lasting protective effect against the development of OUD. Additional studies to determine the mechanisms for this protective effect and the role of oxytocin signaling are warranted. 
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101 Maternal microbiome diminishes fetal infection and demise in a murine model of congenital zika syndrome 4 PFU of a contemporaneous first passage ZIKV or a mock injection (M) on embryonic days 4 through 7. A group was also treated with anti-IFNI1 antibody + ZIKV as a positive control. Caesarean deliveries of pups and placentae were performed at day 18.5. Animals were assessed for viral levels, as well as fetal demise and growth restriction. RESULTS: Mothers were asymptomatic for ZIKV infection based on daily monitoring. Overall, germ-free (GF) mice had higher rates of vertical transmission as measured by fetal growth restriction (1.0 g vs 1.2 g, GF vs conventional p<0.01), and a significantly higher rate intrauterine demise on day 18.5 (OR 8.7 c 2 p¼0.01) (Fig. B) . Among ZIKA infected gestations, placentae were positive in 82% of demised fetus' compared to 52% of live pups (p¼0.04) (Fig. C) . 11 days after infection, viral RNA was recovered from maternal spleen and uterus, and was highest by an order of magnitude in fetal placental tissue overall (7.9x10 3 , 1.9x10 3 vs 6.1x10 4 , respectively, p<0.001). Of particular interest, ZIKV levels among GF mice when compared with conventional were higher in spleen (2.1 x 10 4 vs 8.7 x10 3 RNA copies/ g; p¼0.04) and uterus (1.0 x10 4 vs 6.1 x 10 2 RNA copies/g, p¼0.04) (Fig D) . Overall, 25% of conventional dams were infected compared to 78% of GF (c 2 , p¼0.03).
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